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57 ABSTRACT 

Periodontal disease can be treated by the administration of 
metal ions, preferably Silver ions, to the Site where the 
microorganisms that cause this disease reside. Administra 
tion can be to periodontal pockets or adjacent to exposed 
tooth roots or alveolar bone during periodontal Surgical 
procedures. The metalions can be administered in polymeric 
microparticles, deformable films or microparticles embed 
ded within deformable films. The metal ions are particularly 
microbiocidal to the bacterial pathogens that are the caus 
ative agents of periodontal disease. 

12 Claims, 2 Drawing Sheets 
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USE OF LOCALLY DELIVERED METAL 
IONS FOR TREATMENT OF PERIODONTAL 

DISEASE 

BACKGROUND OF THE INVENTION 

Continuing maladies that afflict man and other animals are 
tooth decay and tooth loss. Both of these afflictions have 
been Subjected to much study and application of dental 
therapeutic measures with marginal Success to date. 
One aspect of dental therapy that has received attention is 

the understanding of and attempts at Overcoming periodontal 
disease. Periodontal disease is a general term that encom 
passes diseases that affect the gingiva and diseases that affect 
the Supporting connective tissue and alveolar bone which 
anchors the teeth in the jaws. A particular periodontal 
disease that can occur in individuals is periodontitis where 
connective tissue Such as periodontal ligament tissue is lost, 
alveolar bone is resorbed and periodontal pockets are 
formed. In more advanced Stages of Such a periodontal 
disease, teeth become loosened and may eventually be lost. 
Periodontal diseases including periodontitis are caused by an 
accumulation of bacteria on the Surface of the tooth and 
under the gingiva. Elimination of bacterial infection is key 
to the Successful treatment of periodontal disease. 

It has been known for Some time that Silver compounds 
exhibit antimicrobial activity. Currently, this knowledge is 
most often exploited in the treatment of burn wounds. There 
appear to have been limited attempts to use Silver com 
pounds in the treatment of periodontal disease. Silver 
Sulfadiazine, when applied topically to the Supragingival 
tooth Surface in a gel base, has been shown both to prevent 
and to reduce gingival inflammation and plaque formation in 
beagle dogs (T. H. Howell et al., J. Periodontal Res. 
25:197–200 (1990) and T. H. Howell et al., J. Clin. Peri 
odontal. 17: 734–737 (1990)). However, these findings 
apparently have not been further pursued. Potential draw 
backs to using Silver compounds Supragingivally in the 
treatment of periodontal disease are the Staining of teeth and 
oral mucosa and the unpleasant taste that Such treatment 
engenders. Thus, a potent, microbiocidally effective formu 
lation that is locally applied Subgingivally would provide a 
Significant improvement in the treatment of periodontal 
disease. 

SUMMARY OF THE INVENTION 

The present invention pertains to methods for treating or 
preventing periodontal disease in individuals. These meth 
ods involve the administration of a microbiocidally effective 
amount of metal ions to the actual or, alternatively, a 
potential Site of periodontal infection. The administration of 
these metal ions to the actual or potential Site of periodontal 
infection causes a reduction in the number of viable micro 
organisms that are present at the actual or potential peri 
odontal infection site. These microorganisms are the Source 
of the periodontal disease from which relief is Sought. 

The present invention also pertains to delivery Systems for 
use in treating or preventing periodontal disease in individu 
als. These delivery Systems are Solid or liquid formulations 
that release metal ions into an aqueous Solution when the 
formulations are in contact with Such Solutions. In particular, 
the formulations are the releasable metal ions in a deform 
able or non-deformable Solid carrier, in a gel carrier or in a 
combination of a Solid and a gel carrier. These formulations, 
in preferred embodiments, are depositable into periodontal 
pockets and/or adhereable to teeth at the root Surface and/or 
to the gingival tissue below the gum line. 
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2 
Advantages of the present invention are the manner of 

treatment and the efficacy of treating periodontal disease that 
is provided by the administration of metal ions to the actual 
or potential sites of periodontal infection. With the present 
invention, the administered metal ions are particularly 
potent in their microbiocidal activity against the microor 
ganisms that are the causative agents of periodontal infec 
tion. 

BRIEF DESCRIPTION OF THE DRAWINGS 

FIG. 1 is a graphical representation of the cumulative 
release of Silver ions from a polymeric film made up of 
poly(lactic glycolic acid)(PLGA) with 15.4 wt % polyeth 
ylene glycol (PEG) and 14.5 wt % silver nitrate into an 
aqueous bathing medium. 

FIG. 2 is a graphical representation of the amount of Silver 
ions that is released over time from a polymeric film made 
up of poly(lactic glycolic acid)(PLGA) with 15.4 wt % 
polyethylene glycol (PEG) and 14.5 wt % silver nitrate that 
was placed in a periodontal pocket. 

The file of this patent contains at least one drawing 
executed in color. Copies of this patent with color drawing 
(s) will be provided by the Patent and Trademark Office 
upon request and payment of the necessary fee. 

The foregoing and other objects, features and advantages 
of the invention will be apparent from the following more 
particular description of preferred embodiments of the 
invention, as illustrated in the accompanying drawings in 
which like reference characters refer to the same parts 
throughout the different views. The drawings are not nec 
essarily to Scale, emphasis instead being placed upon illus 
trating the principles of the invention. 

DETAILED DESCRIPTION OF THE 
INVENTION 

This invention, in one of its aspects, pertains to methods 
for treating or for preventing periodontal disease in an 
individual, particularly in a human being. Periodontal dis 
ease is typically manifested as an inflammation of the 
gingival tissue often coupled with a loSS of Supporting 
Structural tissue Surrounding the roots of the teeth in the 
individual. A particularly appropriate form of periodontal 
disease that is treatable by the present invention is periodon 
titis which is manifested as the loss of alveolar bone and of 
connective tissue that attaches the tooth root Surface and 
cementum to the alveolar bone. This loss of tissue results in 
the formation of pronounced periodontal pockets. Periodon 
titis is defined as the existence of periodontal pocket depths 
of at least 3 millimeters (mm) as assessed by mechanical 
probing. The present invention can be used to alleviate the 
periodontitis disease State for periodontal pockets of 3-6 
mm and even when the periodontal pockets reach a depth 
greater than 6 mm. 

Periodontal disease, including periodontitis, is Strongly 
correlated with the presence of certain microorganisms, 
particularly Specific bacteria, that reside in the periodontal 
region of the mouth. These microorganisms or their meta 
bolic products have been implicated as the causative Source 
of periodontal disease. Specific microorganisms that have 
been Suggested as causative agents of periodontal disease 
are Actinobacillus actinomycetemcomitans, Bacteroides 
forsythus, Campylobacter rectus, Eikenella corrodens, 
Fusobacterium nucleatum SS vincentii, PeptoStreptococcus 
microS, Porphyromonas gingivalis, PrevOtella denticola, 
PrevOtella intermedia, PrevOtella nigrescens, Streptococcus 
intermedius, Treponema denticola, Campylobacter gracilis 
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and Actinomyces viscosus. Mixtures of two or more micro 
bial Species may be present and causing, either individually 
or Synergistically, periodontal disease. 

The formulations of the present invention are effective as 
microbiocides against the periodontal disease-causing 
microorganisms. In particular, the formulations of the 
present invention are effective against the aforementioned 
listed microbial Species, either as individual Species or as 
combinations of Species. These formulations kill the 
microorganisms, thereby diminishing the number of viable 
microbial cells and, thereby, their periodontal disease effect. 
Maximum efficacy is achieved when all the periodontal 
disease-causing microorganisms are eradicated. 

In order to achieve microbiocidal action, a microbiocid 
ally effective amount of the active agent in the formulations 
of the invention must be administered to the host individual. 
This amount is considered to be the quantity of active agent 
that causes a decrease in number of viable periodontal 
disease-causing microorganisms when appropriately admin 
istered to the host individual. 
To achieve efficacy, the formulations of the present inven 

tion are preferentially administered to the anatomic Sites 
where periodontal disease, e.g., periodontitis, occurs. The 
formulations can be administered elsewhere to the body of 
the host individual but better efficacy is achieved when the 
formulations are directly administered to the Sites where 
periodontal disease exists or where the disease may reoccur, 
i.e., to periodontal pockets or to exposed tooth roots and/or 
alveolar bone that are exposed during periodontal Surgical 
procedures to repair periodontal tissue that has degenerated 
as a result of periodontal disease, in particular, to periodontal 
Sites where periodontal Surgical procedures are being per 
formed to ameliorate periodontitis. These anatomic Sites 
include the periodontal pockets, the interfacial region that 
exists where the tooth Surface and the gingiva meet and 
surface of the tooth root below the gum line (i.e., below the 
cementoenamel junction). These sites for administration of 
the formulations of the invention are the anatomic regions 
where the microbial flora reside that cause periodontal 
disease. Application of the formulations of the invention to 
these Sites is the most efficient means to Supply a microbio 
cidally effective amount of the active agent to these micro 
bial flora and thereby achieve adequate microbiocidal activ 
ity of the active agent against the periodontal disease 
causing microorganisms. 

The active agents of the present invention that are the 
microbiocides of the periodontal disease-causing microor 
ganisms are metal ions. Metal ions that are efficacious as 
microbiocides against periodontal disease-causing microor 
ganisms include Silver ions, Zinc ions, copper ions, iron ions 
and nickel ions. Combinations of these ion Species can also 
be used. 
A particularly preferred active agent is Silver ions. In the 

formulations of the present invention, the Silver ions are 
initially in chemical combination with an anionic Species to 
form a Salt or with a complexing Substance to form a 
chemical complex. Thus, the Silver ions are inserted in the 
formulations of the present invention as, for example, Silver 
acetate, Silver bromate, Silver chlorate, Silver perchlorate, 
silver chlorite, silver fluoride, silver lactate, silver 
permanganate, Silver protein, Silver nitrate, Silver nitrite, 
Silver Sulfadiazine, Silver Sulfate or combinations of these 
chemical compounds and complexes. Of these chemical 
compounds and complexes, Silver nitrate, Silver chlorate, 
Silver perchlorate and Silver fluoride are preferred. 
From the chemical combination or complex in the for 

mulations of the present invention, the metal, e.g., Silver, is 
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4 
released as metal ions. AS previously mentioned, these ions 
are the microbiocidal agents. They are normally released, 
following administration of the formulations of the 
invention, into an aqueous medium. They are released, 
following the preferential administration to the anatomic 
Sites where periodontal disease occurs, into the aqueous 
medium that also contains the periodontal disease-causing 
microorganisms. When Such preferential administration of 
the formulations is performed, the aqueous medium into 
which the metal ions are released is either Saliva or crev 
icular fluid that occupies the gingival crevice and periodon 
tal pockets. It has been determined that the concentration of 
metal, e.g., Silver, ions that is microbiocidal to the periodon 
tal disease-causing microorganisms can be as low as 0.5 
parts per million (ppm) (500 ng/ml) in the aqueous envi 
ronment containing these microorganisms. Higher concen 
trations are also microbiocidal, of course, but this finding 
indicates that minimal amounts of the active metal agents 
can be administered with an expectation of microbiocidal 
activity. 

In addition, the finding that low concentrations of metal 
ions are effective in their microbiocidal activity against 
periodontal disease-causing microorganisms indicates that 
Slow, Sustained release of the metal ions from the formula 
tions of the present invention will be efficacious in main 
taining a microbiocidal concentration of the metalions in the 
aqueous medium that is in contact with the periodontal 
disease-causing microorganisms. The metal ions can be 
slowly released from the formulations of the present inven 
tion for periods of time up to four weeks in duration. Slow 
release of the metalions from the formulations of the present 
invention up to 12 weeks is achievable, particularly because 
relatively low concentrations of the metal ions are micro 
biocidal. When the formulations of this invention are admin 
istered to the anatomic Sites where periodontal disease 
occurs, Slow release of the metal ions from the formulations 
is usually preferred because repeated administrations of the 
formulations is inconvenient and Somewhat time consum 
ing. Single administrations are particularly important when 
the formulations are administered during periodontal Surgi 
cal procedures because the initially exposed tooth roots 
and/or alveolar bone are closed at the end of the procedures 
by Suturing the gingival flaps. For these reasons, repetitive 
administrations are possible but not preferable. 
The formulations of the present invention that can be 

administered to the host can be any one of many forms. For 
example, the formulation can be a liquid Solution containing 
the metal ions, usually in an aforementioned chemical 
combination or complex. In this formulation the metal ions, 
e.g., in a chemical combination or complex, are dissolved or 
Suspended in the liquid carrier for ease of eventual admin 
istration. This liquid Solution or Suspension can easily be 
administered into the periodontal pocket or to the exposed 
tooth roots and/or alveolar bone during Surgical procedures. 

Another formulation of the present invention is a gel 
containing the metal ions. The metal ions, again usually in 
chemical combination or complex as previously described, 
are thoroughly mixed with the gel carrier material. 
Alternatively, the metalions are placed in a Solid carrier Such 
as microparticles, as will be Subsequently described, which 
are then placed in the gel carrier material. The gel carrier can 
be placed at the appropriate anatomic Site in the host 
individual Such as in the periodontal pockets or on the 
exposed tooth roots and/or alveolar bone during Surgical 
procedures. The metalions are released from the gel, or from 
the microparticles embedded within the gel, into the aqueous 
medium that is in contact with the periodontal disease 
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causing microorganisms. The metal ion release can be slow 
and can result from biodegradation of the gel and/or Solid 
carrier material in the aqueous medium or from enzymatic 
activity of constitutive enzymes normally found in the 
aqueous medium. 

Another formulation of the present invention is a Solid 
carrier Such as a tablet, capsule, microparticles, film, wafer, 
or chip containing the metal ions. The metal ions, again 
usually in chemical combination or complex as previously 
described, are thoroughly mixed with the inert Solid carrier 
material and thereby incorporated within the confines of the 
carrier. This carrier can then be locally administered to the 
individual. When the Solid carrier is in the form of 
microparticles, these microparticles can be Suspended in a 
Suitable liquid or gel medium for administration to the host. 
For example, the microparticle Suspension can be inserted 
directly into the periodontal pockets. The metal ions are 
released from the Solid carrier, e.g., by Slow release, when 
the Solid carrier is placed in the aqueous medium. The 
released metal ions then microbiocidally act on the peri 
odontal disease-causing microorganisms that are in contact 
with this medium. The metal ion release usually occurs by 
diffusion and/or dissolution from and/or degradation of the 
Solid carrier material in the aqueous medium. The Solid 
carrier degradation can be caused or enhanced by 
Substances, Such as enzymes, that naturally exist in the 
aqueous medium. 
A particular Solid formulation of the present invention is 

a film containing the metal ions. The metal ions, again 
usually in chemical combination or complex as previously 
described, are incorporated in the precursor carrier material 
as the film is formed. The film can be non-deformable or, 
more preferably, deformable at room and human body 
temperature (20° C. to 37° C). The deformable film can be 
Subgingivally placed in the mouth of the host individual. In 
particular, the deformable film can be placed in periodontal 
pockets. Alternatively, the deformable film can be placed 
adjacent to exposed tooth roots and/or alveolar bone during 
periodontal Surgical procedures. Such placement allows 
ample contact between the film and the anatomic Sites 
containing or potentially containing the periodontal disease 
causing microorganisms. The metal ions are released from 
the film into the aqueous medium that is in contact with the 
film. This release can be slow and aided or resulting from 
biodegradation of the film in the aqueous medium. 

Solid carriers, Such as microparticles, can be the reposi 
tory of the metal ions, as previously described, which can be 
placed in the film carrier. This aspect of the invention is 
Similar to that previously described for Solid carriers placed 
in a gel. The film containing the Solid carriers can be 
deformed for Suitable placement in periodontal pockets or 
adjacent to exposed tooth roots and/or alveolar bone during 
Surgical procedures, particularly when the film is deform 
able in the 20° C. to 37 C. temperature range. Again, slow 
release can occur, particularly as the film and/or Solid carrier 
is biodegraded. 

The solid carrier, gel and/or film of the formulations of the 
present invention can be made of one or more polymeric 
materials. Such polymeric materials are preferred carriers 
for the active agents of the present invention. These poly 
meric materials can readily be formed to contain the metal 
ions of the invention which are initially in a chemical 
combination or complex. The polymeric materials can also 
be biodegradable. Preferable polymers from which the final 
polymeric materials are made include gelatin, polyethylene 
glycol, polypropylene glycol, copolymers of ethylene oxide 
and propylene oxide, copolymers of polyethylene glycol and 
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6 
polypropylene glycol, polytetramethylene glycol, polyether 
urethane, hydroxyethyl cellulose, hydroxypropylmethyl 
cellulose, alginate, collagen, polylactide, poly(lactide-co 
glycolide), calcium polycarbophil, polyethylmethacrylate, 
cellulose acetate, ethyl cellulose, propylene glycol, poly 
acrylic acid, crosslinked polyacrylic acid, Carbopol", 
hydroxyethyl methacrylate/methyl methacrylate copolymer, 
Silicon?ethyl cellulose/polyethylene glycol, hydroxypropyl 
cellulose, polyethylene oxide, urethane polyacrylate, 
polystyrene, poly Sulfone, polycarbonate, polyorthoesters, 
polyanhydrides, poly(amino acids), partially and completely 
hydrolyzed alkylene-Vinyl acetate copolymers, polyvinyl 
chloride, polymers of polyvinyl acetate, polyvinyl alkyl 
ethers, polyvinyl fluoride, Silicone TM, polyurethane, 
polyamide, Styrene acrylonitrile copolymers, poly(ethylene 
oxide), poly(ethylene terephthalate), poly(alkylenes), poly 
(Vinyl imidazole), poly(esters) and combinations of two or 
more of these polymers. The combinations of polymeric 
materials can be mixtures of two or more polymerS Such that 
the Signature identity of an individual polymer cannot be 
discerned in the mixture. Alternatively, the combinations of 
polymeric materials can be one polymer in a particular form, 
Such as a Solid microparticle, embedded within another 
polymer in another form, Such as a gel or a film. 

In particularly preferred embodiments, the polymeric 
material is a combination of polyethylene glycol and/or 
block copolymers of poly(ethylene) oxide and poly 
(propylene) oxide with poly(lactide-co-glycolide) also 
known as poly(lactic glycolic acid) (PLGA). This combina 
tion of polymeric materials can be either in the form of a 
deformable film or as microparticles embedded within a 
deformable film. The poly(ethylene) glycol (PEG) can have 
a variety of molecular weights so a mixture of poly 
(ethylene) glycol (PEGs) can be present. The PEGs and the 
block copolymers of poly(ethylene) oxide and poly 
(propylene) oxide (PluronicsTM) can act as plasticizers for 
the PLGA when a film is to be formed. Such a combination 
yields films with desirable physical properties, Such as 
deformability at uSable temperatures, and metal release 
profiles, Such as slow release of two weeks or more for the 
microbiocidal metal ions. For example, a PLGA of lower 
molecular weight (e.g., 12,000 Daltons) and with terminal 
carboxyl groupS yield a desired delivery time for the anti 
microbial metals of about one month. Higher molecular 
weight and/or end-capped PLGA can be used if other release 
profiles are desired. In the deformable film form, the desir 
able ratio of poly(lactid-co-glycolide) to polyethylene glycol 
and/or the block copolymers of poly(ethylene) oxide and 
poly(propylene) oxide can vary from about 10:1 to about 
1:1. The desirable ratio of PEG to PluronicTM in Such 
deformable films that incorporate PLGA ranges from about 
10:1 to 1:10. 

The invention is further illustrated by the following 
Specific examples. These examples should not be construed 
as limiting the invention in any way. 

EXAMPLE 1. 

Formation of Polymeric Carriers Containing 
Antimicrobial Metal Ions 

Poly(lactic glycolic acid) (PLGA) was used as the bio 
erodible matrix for delivering antimicrobial metals. The 
amount of PLGA (MW 12,000, 50:50 lactic:glycolic, Boe 
hringer Ingelheim Chemicals, RG502H) typically incorpo 
rated into the matrix film ranged from 64 to 86% (w/w). 
Plasticizers used were PEG alone, PluronicTM alone, or a 
combination of PEG and PluronicTM. The PEGs that were 
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used ranged in molecular weight from 900 to 4500 and 
typically yielded very flexible films, regardless of the 
molecular weight used. A variety of Pluronics'TM were also 
incorporated, including L101, L122, P65, P105, F68, F87, 
and F127. Pluronics TM alone typically yielded films that 
were significantly more brittle than films with approximately 
equal percentages of PEG. 

It was found that the most desirable physical properties of 
the matrix film were obtained when a combination of PEG 
and PluronicTM was used. The ratio of PEG to PluronicTM 
incorporated into the PLGA ranged from 90:10 to 50:50. 

The PLGA films were prepared either by solvent casting 
or melt casting. To prepare the films by Solvent casting, the 
PLGA was dissolved into a 3:1 organic solvent mixture of 
acetone/acetonitrile with varying amounts of PEG, 
PluronicTM, or a combination of these plasticizers. Next, the 
appropriate amount of a metal Salt (e.g., AgNO) was 
dissolved in the solution. The polymer/salt solution was 
poured onto Teflon plates, and the Solvent was allowed to 
evaporate from the Solution at room temperature and pres 
Sure. Films prepared by Solvent casting were typically clear 
and homogenous. 
An alternative, more rapid method of preparing the films 

was to melt cast them onto Teflon plates. The polymer 
Solution was prepared as previously described for the Sol 
vent casting method, and the Solution was poured onto 
Teflon plates. The solvent was then evaporated from the 
solution by subjecting it to a vacuum (~30 in. Hg) for 1.5 
hours. The resulting homogenous Solid was then rolled into 
a sphere and placed between two Teflon-coated plates. The 
polymer and plates were placed into an oven and heated to 
temperatures up to 110° C. Under the influence of the heat, 
the polymer became quite Soft and was pressed into a thin 
film after heating for an hour. The thickness of the film was 
controlled by using Spacers between the plates during the 
pressing procedure. 

EXAMPLE 2 

Placement of Antimicrobial Metal Containing 
Formulations at Periodontal Sites in Dogs 

Two mature female Beagle dogs (Harlan Inc.) were used 
in this Study. One week prior to baseline the dogs were 
anesthetized and received a complete periodontal examina 
tion and Supragingival tooth cleaning with ultraSonics and 
dental curettes. The dogs were housed in an approved animal 
care facility throughout the course of the Study. 

The baseline visit consisted of two gingival crevicular 
fluid (GCF) samplings and placement of a silver-containing 
film delivery system into periodontal pockets. One GCF 
Sample was taken prior to drug delivery and another at 
approximately 10 minutes following drug delivery. The 
GCF Sampling technique consisted of isolation and drying of 
the test tooth and associated periodontium followed by the 
insertion of a filter paper Strip into the periodontal pocket for 
20 seconds. The volume of GCF on the paper strip was 
assessed visually and recorded. The test Sites consisted of 
Sites that probed 5 mm or greater at the time of the 
periodontal exam. There were four test Sites in Dog A and 
eight test Sites in Dog B. Following the baseline and ten 
minutes GCF Sample, each Site was covered with 

OctyldentTM adhesive (dressing) and the dog returned to 
the animal care facility. 

Gingival crevicular fluid Samples were obtained from all 
Sites at 3, 7 and 14 days post baseline. Prior to Sampling the 
dressing was trimmed to allow for access to the opening of 
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the periodontal pocket. Sampling was done as previously 
described. Each Site was also indexed for presence or 
absence of both dressing and drug delivery System retention. 
Following the GCF sampling, the OctyldentTM adhesive was 
reapplied to each Site that was initially treated. Four Sites in 
Dog A received the Silver-containing film. In Dog B, eight 
Sites had silver-containing film inserted. In each instance, 
the film was initially inserted into the periodontal pocket and 
then compacted in place in the pocket. 

EXAMPLE 3 

Release Profiles for Antimicrobial Metal Ions in 
Polymeric Carrier Formulations 

In vitro and in Vivo release was performed using films 
prepared as described in Example 1 above. For the in vitro 
release Studies, duplicate Strips of films weighing 20 mg 
were cut from the bulk film and placed in 1.5 mL centrifuge 
vials. One mL of deionized water was added to the vial, and 
the vial was closed and placed on its side in a 37 C. 
incubator. To determine the release of silver at various time 
points, a 500 till Sample was extracted, diluted to 10 mL, and 
analyzed for free Silver using a silver ion Selective electrode 
(ISE). A500 uLaliquot of deionized water was used to refill 
the sample vial and the Vial was placed back in the incubator 
until the next measurement was taken. Typical in vitro and 
dog in vivo release curves are shown in FIGS. 1 and 2, 
respectively. There is typically an initial release burst within 
the first two days. Following the release burst, the metal ions 
are released more Slowly as the polymer is hydrated and 
begins to degrade. In FIG. 1, the initial release burst of 44% 
is followed by a more gradual release to Day 16 as the 
polymer degrades. In FIG. 2, very high levels of silver 
remain in the periodontal pocket after 14 days, and it is 
expected that antimicrobial levels remain even after an 
additional one to two weeks. 

EXAMPLE 4 

Antimicrobial Effect of Metal Ions on Oral Bacteria 

Bacteria initially cultured anaerobically in liquid or on 
plates were Suspended in phosphate buffered Saline and 
combined with an equal volume of the same buffer +/- the 
antimicrobial agent. The resulting mixtures, which con 
tained 10" or 10 cfu/ml were incubated anaerobically for 1 
hour prior to dilution and plating. The plated incubation 
mixtures were incubated anaerobically at 35° C. until colo 
nies developed. 

Percent killing of the bacteria was determined by com 
parison of control incubations to those containing the anti 
microbial agents. Table 1 shows the 76 killing that occurred 
at different concentrations (parts per million or ppm) of the 
active agent. This Table also shows the reduction in viable 
microorganisms on a logarithmic Scale at the listed concen 
trations of active agent. 

TABLE 1. 

LOG RED 
BACTERIUM AGENT 9%. KILLING VIABILITY 

C. recits 371 AgNO 100%; 0.5 ppm 4.11 
100%; 0.05 ppm 4.11 

B. forsythus 338 AgNO 100%; 0.5 ppm 3.2 
14–24%; 0.05 ppm 0.08 

B. forsythus 338 AgNO 100%; 0.5 ppm 4.16 
50%; 0.05 ppm 1.59 
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TABLE 1-continued 

LOG RED 
BACTERIUM AGENT 9%. KILLING VIABILITY 

F. nucleatun SS AgNO 100%; 0.5 ppm 2.08 
vincentii 
F. nucleatun SS AgNO 100%; 0.5 ppm 3.77 
vincentii 97%; 0.05 ppm 1.58 
E. corrodens 23834 AgNO 100%; 5 ppm 3.0 

84%: 0.5 ppm O.81 
E. corrodens 23834 AgNO 100%; 5 ppm 3.38 

>99%; 0.5 ppm 3.08 
E. corrodens #558 AgNO, 100%f>99%; 4.29/3.89 

CuCl2, 5/0.5 ppm <<1 
78%/58%; 
5/0.5 ppm 

C. gracilis #1084 AgNO 100%; 5/0.5 ppm 3.36/3.68 
CuCl, 83%/80%; 0.77/0.71 

5/0.5 ppm 
Pgingivalis A7A1-28 AgNO 100%; 0.05 ppm 3.18 

>99-100%: 1.3 
0.005 ppm 

Pgingivalis A7A1-28 AgSO 100%; 0.05 ppm 2.4 
37-67%; 0.005 ppm 0.18 

Pgingivalis A7A1-28 CuCl2 O0%; 25-5-0.5/ 4.18, 4.03 
5-0.5 ppm 1.9 
99%; 0.005 ppm 

Pgingivalis A7A1-28 ZnCl2 No Killing 
S. Sobrinus 6175 AgNO. 50/5/0.5 ppm No Killing 
S. Sobrinus 6175 AgNO. 50/5/0.5 ppm No Killing 
S. Sobrinus DS-1 AgNO, O/39/16%; No Killing 

25/5/0.5 ppm 
A. visCOSuS AgNO, 100%/100%/>99%; 3.68/2.73/2.75 

25/5/0.5 ppm 
S. mitis JK 195 AgNO, 30–39%; O.32/O.32/O.32 

50/5/0.5 ppm 
S. mitis JK 195 CuCl, 100%; 50/5 ppm 4.14/3.08 

40%; 0.5 ppm O.3 
S. mitis JK 195 AgNO, 40–45%: 0.25/0.25/0.25 

50/5/0.5 ppm 
S. mitis JK 195 CuCl, 99%; 50/5 ppm 4.264.26 

20%; 0.5 ppm O.18 
S. militans SJ32 AgNO. 50/5/0.5 ppm No Killing 
S. militans SJ32 CuCl, 100%; 50/5 ppm 3.53/3.53 

99%; 0.5 ppm 2.53 
S. militans SJ32 AgNO, 99%; 50 ppm 2.53 

5/0.5 ppm No Killing 
S. militans SJ32 CuCl, 100%; 50/5 ppm/ 3.54/3.54/3.54 

0.5 ppm 
P. denticola AgNO 100%; 0.5 ppm 4.07/3.83 
A. AgNO >99%; 0.5 ppm 2.95 
actinomycetemcomitans 
A. AgNO 100%; 0.5 ppm 3.90 
actinomycetemcomitans 

The results shown in Table 1 demonstrate that the metal 
ion agents are potent microbiocidal Substances. In particular, 
Silver ions cause at least a three log reduction of viable cells 
for P gingivalis, C. rectus, B. forsythus, E. corrodens, F. 
nucleatum SS Vincentii, and C. gracilis at concentrations of 
0.5 ppm or lower. A three log reduction of viable P inter 
media cells occurs when the concentration of Silver ions is 
0.05 ppm or lower. Copper ions cause at least a three log 
reduction of viable P gingivalis cells at concentrations of 0.5 
ppm or lower. 

While the microbiocidal activity of silver ions against 
S.SObrinus, S. mitis and Smutans is apparently relatively low, 
these results do not detract from the inventive use of silver 
ions in treating periodontal disease Since these microorgan 
isms are not considered to be periodontal disease-causing 
pathogens. In fact, these results demonstrate the enhanced 
microbe Selectivity that Silver ions possess for eradicating 
periodontal disease-causing pathogens. 

EQUIVALENTS 
While this invention has been particularly shown and 

described with references to preferred embodiments thereof, 
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10 
it will be understood by those skilled in the art that various 
changes in form and details may be made therein without 
departing from the Spirit and Scope of the invention as 
defined by the appended claims. Those skilled in the art will 
recognize or be able to ascertain using no more than routine 
experimentation, many equivalents to the Specific embodi 
ments of the invention described specifically herein. Such 
equivalents are intended to be encompassed in the Scope of 
the claims. 

Those skilled in the art will recognize, or be able to 
ascertain using no more than routine experimentation, many 
equivalents to the Specific embodiments of the invention 
described herein. Such equivalents are intended to be 
encompassed by the following claims. 
What is claimed is: 
1. A method of treating or preventing periodontitis in an 

individual comprising: 
administrating to a periodontal pocket or oral Surgical site 

of Said individual a polymeric film containing Silver 
nitrate to deliver Silver ion to Said periodontal pocket or 
Surgical Site Sufficient to exert an antimicrobial effect 
for at least fourteen days at or adjacent to Said pocket 
or site. 

2. The method of claim 1, wherein the polymeric film 
further comprises one or more polymeric materials Selected 
from the group consisting of gelatin, polyethylene glycol, 
polypropylene glycol, polytetramethylene glycol, copoly 
mers of ethylene oxide and propylene oxide, copolymers of 
polyethylene glycol and polypropylene glycol, polyether 
urethane, hydroxyethyl cellulose, hydroxypropylmethyl 
cellulose, alginate, collagen, polyethylmethacrylate, cellu 
lose acetate, ethyl cellulose, propylene glycol, polyacrylic 
acid, croSSlinked polyacrylic acid, propylene glycol, 
CarbopolTM, hydroxyethyl methacrylate/methyl methacry 
late copolymer, Silicon/ethyl cellulose/polyethylene glycol, 
hydroxypropyl cellulose, polyethylene oxide, urethane 
polyacrylate, polystyrene, polysulfone, polycarbonate, 
polyorthoesters, polyanhydrides, poly(amino acids), par 
tially and completely hydrolyzed alkylene-Vinyl acetate 
copolymers, polyvinyl chloride, polymers of polyvinyl 
acetate, polyvinyl alkyl ethers, polyvinyl fluoride, 
polyurethane, polyamide, Styrene acrylonitrile copolymers, 
poly(ethylene oxide), poly(ethylene terephthalate), poly 
(alkylenes), poly(Vinyl imidazole), poly(esters) and combi 
nations of two or more of these polymers. 

3. The method of claim 2, wherein the polymeric film is 
biodegradable. 

4. The method of claim 1, wherein the polymeric film is 
comprised of poly(lactide-co-glycolide). 

5. The method of claim 1, wherein the polymeric film is 
comprised of a combination of polyethylene glycol and 
poly(lactide-co-glycolide). 

6. The method of claim 1, wherein the film is deformable 
at room and body temperature. 

7. The method of claim 2, wherein the polymeric film 
comprises a plasticizer. 

8. The method of claim 1, wherein the concentration of 
Silver ion in an aqueous environment of the pocket or Site is 
in the range of 0.1 to 5.0 ppm. 

9. The method of claim 8, wherein the aqueous environ 
ment is Saliva or crevicular fluid. 

10. The method of claim 1, wherein the polymeric film is 
formulated to release an antimicrobial level of silver ions for 
greater than or equal to 4 weekS. 

11. The method of claim 1, wherein the polymeric film is 
formulated to release an antimicrobial level of silver ions for 
up to 12 weeks. 



6,153,210 
11 

12. The method of claim 1, wherein periodontal disease 
causing microorganisms are members of microbe Species 
Selected from the group consisting of Actinobacillus 
actinomycetemcomitans, Bacteroides forsythus, Camphylo 
bacter rectus, Eikenella corrodens, Fusobacterium muclea 
tus SS vincentii, Peptostreptococcus microS, Porphyromonas 

12 
gingivalis, PrevOtella denticola, PrevOtella intermedia, Pre 
vOtella nigreScens, StreptococcuS intermedius, Treponema 
denticola, Campylobacter gracilis, Actinomyces viscoSuS 
and mixtures of two or more of these species. 


